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(57) Abstract: Medicinal compositions 
having an excellent antitumor effect Namely, 
medicinal compositions characterized in 
that sulfonamide derivatives or sulfonic acid 
ester derivatives represented by the following 
general formula (I) or salts thereof, in 
particular, N-(3-chloro- 1 H-indol-7-yl)-4-sul- 
fEunoylbenzenesulfonamide or its salt are 
combined with at least one member selected 
from among (1) irinotecan hydrochloride 
trihydrate, (2) mitomycin C, (3) 5-fluorouracil, 
(4) cisplatin, (5) gemcitabine hydrochloride, 
(6) doxorubicin, (7) Taxol and (8) salts of 
the compounds (1) to (7) as cited above: (I) 
wherein the ring A represents an optionally 
substituted aromatic ring; the ring B represents 
an optionally substituted 6-membered 
unsaturated hydrocarbyl ring, etc.; the ring C 
represents a 5-membered heterocycle having 1 
or 2 nitrogen atoms which may be substituted; 
W represents a single bond or CH=CH-; X 
represents NH-, etc.; Y represents a carbon 
atom or a nitrogen atom; and Z represents 
NH-, etc. 
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y;^t:->>^ t-i' h^-i'>'>, iii^S5fe(^)e>i^ U75^>, xh 

2is:^5g#&«^<§f^;5:5?#i^7.;i//i^>m75 h'*fe«^«i^7>;i^5jN>m 

tz. (#|g¥7 - 1 6 5 7 0 8-^^$g) . IttC. Tia^ (II) 



•rst>$ti'5N- (3-i^aD-iH--r>H— ;i'-7--r;i') -4-7>;u77^ 
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mb. _hfB^^fc*5ViT, TI3 (a) h (b) OJ^'g-C[){b^#l(il^36^n*. 
UJl/jj^Mb^^j (I) ) , if-^feil^l-N- (3-^no-lH — r>H— ;w-7 
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mt>. *^Bj«, ( 1 ) iffiB<b-^i^ ( I ) ^fcit^coi^t. (a) mm-x u y ^io 

{e)mmyAi^^\i>, (f) H^V;Hf (g):$'^y-;i':feJ:llf(h)H&IB(a)73M 
(g)0S;&^e)Stin5i!>V5:< tfel©'^® (^^^ (III)) t^m.^'^t>'itXf3: 

^z-t^wwit-r^mmu^m ; (2) m§b^ (d iz^i^^x. Am^^tn^nm 

X^cfcc;z;5>5-NH-7fib^t&l2 (1) f2ttOK^m^4fe» : (3) taJSSiJtrfe 

^Mi3 (1) mmcommmMmi (4) n- (3-j^od-ih-^'>h-;1'-7 

-^M -4-;^;W7T^:-r;l'^>-tf>XiU3jc>7$ K (E7 0 7 0) ^fcfi-^O 

^i^;K ((Di'XT'^^^X (e)^myA->^b*X (f) }<^v;Hf-», (g):§'^y 

-;i/43<J:0^' (h) StrfS (a) 75M (g) (D^jS^^S^fn^ 1 SX±(DmMt^m.^^iD'^Xfs: 

^;ii^#i!it-r^Hui2 (3) iBmosmm^^ ; (5) E 7 0 7 o^rz\^^(Dm. 
^1^13 (3) Bm(DmMm^m (6) e7 o 7 o*fcj±^oiit, -T-f h-^r-rs/ 

(7) E7 0 7 OSfc«^®:^t. 5 -7;i':^nC7^>'Jl/*fcli-e(D:^t* 

m.^^t>^xts.^i^t^mm.ht^-^^ (3) iBm©Emm^#i; (s) e7 0 7 

ii) ; (9) E7 0 7 OSfett-^®:^^, m®?^A->:^ t*>^fe«^©igt ^^t5>f& 

13 (3) tm.(omM^^m : (i o) e 7 o 7 o*fe«^®igt. h*4^v;nf'>>. 

^1t\t^(Dmii^^t5Wim (3) lEmOg^mfietJ ; (1 1) E7 0 7 0^tz.\±^ 
©mt, ^=^V-;V^fcl*-?-G?*lt^-^t^BtlB (3) f3«0ISmmEiSctl ; (12) 
E 7 0 7 0 'J /7^:^3>H7KfBi^Sfc«^©ilt, ->xy7 

5">£fctt-^(^^i^'a-|:y|tfIB (3) tm.<Dm^m.^m-; Cl 3) E7 O 7 OSfe 
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mm ( 3 ) s^mommm^m ; ( 1 4 > (a) mm-i u / ^f-ti >H7Kfpi^, (w -r-f h 

■y'-f-»C, (c) 5-7;U:d-or>^v';k (d)->xy75^>, (e) :^i?^*A->^ 
(f) K^y;Hf (g) :$^^ry-;U:feJ;Dt{h) t&IH (a) 7b^ (g) ®m3&^6>Mtfn^i!> 

7a:< tfe 1 •o<Dmmtm^^t}'^T:f3:^mmm.^miim<Dfttb(DB 7 0 7 0 
«-?-cDJi©^ffl ; (1 5) E 7 0 7 0 ^rc\t^<Dm.tm^'^t>itx-f3i^mmm^m 

m^(Drzib<D (a) :^®!-r U J y^tl >H7Kfn«g!j. (b) ^-^ h^-f -»C. (c) 5 -:7;i/ 
:tn'^^->;K (d) ->^^^5^>. (e)igM'irA->37h*>. (f) F^y;Hf->>, (g) 
^^y—JV^^Z/^ih) Mia (a) (g) <D^fi^iE>mitn^^pf3:< 1 co^no^ 
m; (16) E7070 (a) i^^-T U 7 >=7K$aife. (b) v< 

V^^~y>C. (c) 5-:7;i/:j-pr>7->;K (d) v'7.y^5^>x (e) m^^r'A S^rS' f 
>, (f) H4^V;Wtf->>. (g) :$'^V-;U*3 j^t; (W MIB (a) 75M (g) ©Ig*^ Sil^tl 

(17) BuiH (3) mm<DmMm.^m^mM\z^^jtim^^-t^<ih^w^L-t^'^ 

<Dl^m^rcit^m-:^fi: ; ( 1 8) E 7 0 7 0 Sfc«^(7D:^^a#fc^-^ -^ni}^ 

^-^mmf^Mmz. (a)mm-i'jyy'ti>E.mm. (w •^'-f h-^-r ~»c, (c) 

5-y}V:tn0^i^}U. (d) v'T.y^^^^. (e) ^SIMiJr t'>, (f) K^y;Vt* 
(g) i5'=^y-;i':fei;tK (h) MfB (a) Tlrle (g) ©it*^ ^MJ^n^i!>/^< t 1 <^i^ 
®^HiflBM#tS#-r^Jli:^#mtr^^0^B&*;fc«?i&^:^S : (19) (a) 
mm^^J /y^ti>=7i<imm. (b)-^^ h-^^z^yc. (c) 5-7;i/^nC7^->;K (d) 
->7^y^5^>, {e)m^^*A~>^t'>, (f) H4^y;i't*>->, (g)^^y-;i/*5j;a^ 
(h) MfB (a) 75M (g) om*^ e>^ti*nSii>75: < t 1 -?-n;5^ 
e>-^^rB^^mfc. E 7 0 7 0^fctt^©:^^tulfia#{cS^-r^C:ti^iitmi: 
•r§3S©^l»*fcli?&^;&ffi : (2 0) ±ti7.)V^><t'^!^ (I) ^±fBi^K (I 

II) ii^m^m^mm\z^rz.\twi'ii\zBm\z^-^-r^rztb(Dmm&=¥':/h : (2 
1) ±t3x;i'5}^>'fb^#j (I) t±mmn (i i d tsrsa^j^-^^D-tirTTSi^is^s 

MS; (2 2) JblB7>;U7}x>-fk-&#) (I) <»:±fB%® (I I I) iz^U^'ttD'ttX 
t^^m^'^t>'tt ; (2 3) ±IBX;U4N>{k-&#> (I) i:±IB#)K (III) 
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m-. (2 4) ±m7.M^>'{t'tm (i) t±m%n (i i n t^m^&^t^mm 

ii^t. ^>if>, Ox^X, 1 -:^:7:5'l/>, 2 -•:h:7:$' 7Xl/>. ^ 

4^/'j-:^>, 7^^>?>, •ty^^jz^>. ^y^-9-'j>, ^:J-yu>, >'>yu>> 
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(1) mmm. 1 73M 6 (D^£S^T;i'^;U»^fctt^^^ 3 7!jM 8 ©fSm->i7 a 7)V 
^;i/»Tg^$nTViT*>«fcVi75 y (2) 1 7b^ 6 (OmML7)V^)V^. 

{Simm^lTbm&a^mk-DVu^^ym. (4)7jc^*, (5)z:hD», (6) 

(7)S^7y». mEkM^17b-^&(Dmk7)V^)V^^m. (9)AP^yS^ (10) 
-a-b [^^i. a^miS-^, - (CHj) k-> -O- (CH^) -S- (C 
Hg) k-^fett-N (R3) - (CH2) k- {ktil7!?S5®M^&, R^ItK^ 

^Si^TJl'n^^v'S^^-r} ^^-T] > (ll)-a-e-f [a^BfflBJt^^rl^jg^Sr, 
S6 0{£i^7;Wl/«. h'j7;l/:tOp^5^;i/S, - (CH2) ^-bSfcti-N (R 
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- (CH2) „-b {h\mm^mtmMm^. R4\t7icmm^^rz\t^mwii 

7b^6<Di&^7)V^)Vm^. mlil75M5(Dg^^^-r} ^^1"] , (12)-a-g 

eofaS^TJVii^^v'*^ - (CH2) „-b*fcJi-N (R5) - (CH2) „-b {b 

n 1 5 ©^^^^-T} ^^-tl . (13)-a-N (R«) -g-i [a^^Zf: 

g u^n^enmm^mtmMm^. R^\t7i^mm^^rz\t^m^ 1 75s e (d^smt 

JV^Jl'^^. i ^i7X^M^^ 1 73M 6 Oi£iS^7;i':3=^>'»^fc{i f { f liM 

IB^^^I^it^^^-r} ^^t-] , (14)-a-N (R^) -e-f [a. e^^ZS 

f «^-n-?nH&BBjts t m^m^. r ' ^^KiiiM^^fc^i^^^ 1 tjm e ommr 

Jl^JV&^^tl . (15)- (CH2) p-j- (CH2) a-t) [j aO*fc«S.«r. _ 

tKMS, :t^VS, -CO-r [r«7j<^ll^, ^Iggc 1 7?>1E 6 Oigi^TJU 
^;UST'S^$tlTViT=fe=tV^TSy«, 1 TbS 6 <D{£i^T;i'^;i/S> 
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dH:;1'». n-y^jm. i s o-y5^;l/S^ s e c-^^?;!/^. t e r t-:;''^^ 
n-^>5^;i'S; 1. i-i:f:^^)Vzfu}£)im. i, 2 ->?^5^;i/:/ofc!;i' 
2. 2-^>^5^;i/:/nt:;i'». i -xg^;vyntf;i/*, 2-x5^;i/:/nt!;wS. 

ae;v*, 1. 1, 2- hU^5^;w:7'oH;i'S, i -yDk:;i/:/n t:;i/^, 
5";i/y5^;i/S, 2-p^5";i/:/5^;i/», i. i-z^:^^)Uzf^)m. i, 2.-^:^^ 
2. 2-s?^5^;i/:;^5^;ws, i. 3-s?^9^;u:/5^;i'*, 2. 3-5^ 
2 -x5^;i/:/5^;i/S. 2-p^5^;u^>^;p». 3-^g^;p^>g^ 
yvm. ^oit^sfci*^5'3K^^T;w^;i/Sd^^vfen, j;t)jfiit»>^^;i'». x^^ 
n-:7'ntf;i/S. i s o-ynhf;i/*. n-:/9";vs, iso-:/5^;vs, 
^T'feO, 'm.\zMmz.\-i.:^^)Vm. x^;i'», n-ynt:;Wg, i so-:/ot:;i/ 

/7p:/'5^;w*, ->i7o^>5^;ws. v'^d^^^>';u*. ->^7o^y5^;i.*, ->i7o 

i s o-7'D3^?^>'S^ s e c — yP/J^^i/a, n-:/b^5/S^ iso— 
->S. s e c-:;^h=^'>«. t e r t n-'^>5^;i/:i-=^->a, is 
o-^>g^;i/:^=^>'S, s e c -^>5';i':^=^^>'S, n-^^rV=^^i^S. iso- 

^=^y=^^->»x. 1. i->?7^5^;i/yatr;i/:^-^s^g. 1. 2-s^^5^;i/yo3}5:^'> 
2. 2 -v?^5^;i':/Dtf;i^;^4^>'», 2 -x5";P:/o.-j?4^v'S, 

2-x5^;u:/D7j?^vS, i-x5^;i/-2-^5^;i.:/D;j?:^>'». 1, 1, 2-h 
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:/h^->^> 1. a-i/^^;^^!-^^^, 2, 2 2. 3 

tcis^$n>^vids. ^^fe^^j^T^-fb-^w^, N- (3-^nn-iH— 1'>H-;^- 
;i':7 7^-r;i/^>if>x;L'3j^>T5 K43J;r/E 7 o 7 o t\i. (II) 




*lpBJia#tc:felt^mm< U /7'*>H7Xfni^ (CPT - l l (Irinotecan 
Hydrochloride Trihydrate ; [1. 4'-Bipiperidine] -I'-carboxyl ic acid (S)-4. 11- 
diethyl-3, 4, 12. 14-tetrahydro-4-hydroxy-3, I4-dioxo-lH-pyrano-[3', 4':6. 7]- 
indol izino [1, 2-b] Quinol in-9-yl ester Hydrochloride trihydrate) ) t.kt^ jS; 
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b HCI 3H2O 



:^mmm9\zis\f^-^'r h-^-i zy>C (MMC (MitomycinC: [laS-{laa. 8^. 8a 
a, 8b a)] -B-amino-S- [ [ (aminocarbony) oxy] methyl] 1, la, 2, 8. 8a, 8b-hexahydro- 
8a-iDethoxy75-iDethylazirino(2', 3':3. 4]pyrrolo [1. 2-a] indole-4. 7-dione) ) ttS, 



:$immmW\Z^n^5-y}V:tn^^z^)V (5-FU (5-Fluoro-2.4-(lH.3H)- 
pyrimidinedione) ) t.\'X. ^ 

o 



H 

2^^0J^»C43tt^'>7.:/'^5^> (CDDP (cis-diamminedichloroplatinum) ) 
tit. ^ 
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^mmmm\zi5}t-f^mM^A>'$'}i> (Gemcitabine hydrochloride : 2'-deoxy- 
2', 2'-difluoro-cytidine hydrochloride) t\t^ 



*raiffl»fc*5tt^ H=^y;Hi->> (7FU7x'-i'S>>, Adryamicin ; 10-[(3- 
ainino-2, 3, 6-trideoxy- a-L-lyxo-hexopyranosyl) oxy] -7, 8, 9, 10-tetrahydro- 
6. 8, 1 l-trihydroxy-8- (hydroxyacetyl) -1-methoxy- (8S-cis) -5, 12- 
naphthacenedione) t.\t^ 



:$immmm\::^i-f^^'¥'J-}V (laxol (Paclitaxel ; (2R, 5R. 7S. lOR. 13S)- 
10. 20-Bis (acetoxy)-2-benzoyloxy-l, 7-dihydroxy-9-oxo-5. 20-epoxytax-ll-en- 
13-yl (3S)-3-ben2oylaminG-3-pheiiyl-D-lactate) ) tfi. ^ 




• HC 1 




NH2 
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:JL^>7.)i'-^>m.M. ^>'i£>7.)]y:^>m^. h)VJL>7.)V^>m.^. ^'t7U>^ 

i^>m.. •/u:^'i>m.. k!ziij>Jt. >?>':J7D^:^>';i/75>ii. N.N' -i?^ 
MI2<b-&i^ ( I ) mXWi^W^ 7-165708, WO 95/07276^ 

N- (3-^po-iH — r>H— ;u-7 — r;u) -4-;^;U7T^<Ji/'^>if 

>X;U3i^>T5 H (E7 0 7 0) (WO 9 5/0 7 2 7 6 

gi^py-i 6 5 7 0 8^^^f;::fett^«^Fyi 9) ^fcti^nfCipCfc^^^tC 
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cPT-11, T-f h^-ri->c> 5-y}i:tn^^->)v. v'7.7^7^>, ^m. 

y)iz^\^iTi^\zmM^tif3iV\ m\^^^mmiz-z>v^xh. mmmn. ^mmz^vm 

fs.K)> ^rzRjt^^mw'it'riiim^M'k^^mm^mir^h(Dx^rntmzm^-^n 
fs.\,^zt\t-mt^x'hf3:i^\ it^mi)^yv-'(^tvxn^n^m^. mm^mzt^f 
mx^^^<D^m\z'^m\zm^x^m-r^z.tf)^x^^. ^tc. n^hn^m^cDm 

^mmmmz^n^ mmm mm^ mzm^mmz-^i^xm^'^^n^m 
75^fetfe>n^. if.^m\zi)'^fi^:hmwM^m^£.tz\mMmt. \mm m^\t\=.v. 

2 my.±.(r>mM^mn^ti\mMm.m!it:m.3).^^^xfs.^ mw^m.^ 

p#fc#fffls-^UT=fe«fcViU, 2'mK±.<om.-mm.mi^mm\zmm\^x--:}5(K>m.m^ 
n^\^'t(D-^mmm^mzm:f5(DmM^n^^^mm(omm^^\z^i^x^^ 
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n-f, Mfftiti'S, 7.A^>i\:^m (I) t!^9. (Ill) ^(D^M(Ditm\t. 

iidSO. 2 675M1. Omm%. h'^<i^>C^ft\tt(D^i!AO. 0 1 7 75S 
i?:^) /5^'0. • 0 4 27!?SO. 1 7Sa%, ^^V— 0 . ISTiS 

0. 6 omM%-^$)^c 

iH — f>K— ;i'-7 — ov) -4-7.}i^y7'E^}V^>-^>:^}V^>7^\^ (e 

7 0 7 0) *7tti^E-0:^t, (1) igM-f U ^ >H7K^ife, (2) "^-T h^^-f ~»C, 

(3) 5-7;P:^n':7^5^;K (4) ->7;:7'^9^>> (5)^gmyi^->3^tf>> (6) K=^v;p 

H j/>. (7) ^^v-;i/43^i;j (8) MiB (1) Tis (7) BMitn^ 1 &,±(Dmmt 

(a) E 7 0 7 0 ^^-T ^) y5^ti>^^fam^rz\:i^(0^t^m 

(b) E 7 0 7 0 ^fcVl^OiSi:, T-f h^^-i ~^yC^tc\±^<DMt.^U^^iD^t 

(c) E 7 0 7 0 Sfcfi^©J;^t, 5 - y )V:i-nO ^ i^Ji'^rc\'t^(Dm.ii'tm.^'^ 

(d) E 7 0 7 0 *fc«-e-©Jgt, v'7.:/75^>*fc«^©4g.tS:m^5>-'&t)-B-T7:t 

(e) E 7 0 7 0 :^M'irA;>^ t*>*fc«-?-©:^a:Sm*^:b-& 

(f) E 7 0 7 0 ^fzit^Omt. )Vii-»^rz\t^(D^t^m.^^tD^X 



14 



wo 02/36117 



PCT/JPOl/09563 



(h) E 7 0 7 0 ^rz.\t^(Dmt. mm-r ^)y^:^>^7icfu^^rt\t'tomt. ^ 

(i) E 7 0 7 0 ^rc\t^(Dmt. mm-< vyy^tt >H7K^«^*fc«^©mt. s 

(j) E 7 0 7 0 ^fctt^cD:^t, mM-i ^) J v'ts >H7Kfnife^fc«^©^t, 
7. :/ ^ 9^ > * t *a^^^:>i±T 75: ^ E^flfiKii^, 

(1) E 7 0 7.0 Sfc«-iE-©iti:> "T-T h^T-f >'>C^fc}i^Oi^i:, ->xy^5^ 

(m) E7 0 7 OSfctt^<D:^i:, 5 -^JU^D"^^ v';i/^feli-e<Z):^t, vT.:/ 
(ii)E7 0 7 0*fci^^©mi:^ V-f h'^-l' v>C Sfcti^Oi^t, 5-:7;i'^ 

(o) E 7 0 7 0 ^m-f U y5"*>H7K5fi3i^*fcJd:-€-®igt. 5 

(p) E 7 0 7 0 mm-^ U y 5^;^ >H7RfPit^Sfe«^<^):^<h. "7 

(q) E 7 0 7 0 i^fiL\t'to:>m.ii. *i^-r U y^*>H7k?0i^*fctt-tOiit. 

(r) E 7 0 7 0 ^tz\t'f:(Dm.t. 'J ^ >H7KfPti^fe«^©:^t. 
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(t) E 7 0 7 0 ^rc\t^(Dmt. V yy':^>^^i^^rc\t^(D^ts H 

V ;i' tr s «^ ® 4i * a^-^ -& T ^ mfifcife . 

(u) E 7 0 7 0 ^it\tt(Dmt. mm-i u y^:^>^:^m^^rc}t-^(D^t. ^ 

(v)E 7 0 7 0^rz\t't(D^t. -^-r h^-r>'>C*?ttt^©:^<i:. mM^Ai^ 
(x) E 7 0 7 0 >'>C*fctt-?-(D:St. 3'=^V— ;u 

{y)E7 0 7 o^rc\t^(D^ii. 5-y)i:tnr:7^z^}v^rz\t^<D^t. mmy 

(z) E 7 0 7 0^;t«^O:^<t, 5 -7^;i/:rD^^>';i'*fc«^0:SI<i:, H^V 
(aa)E7 0 7 0 5 -:7;i/^OC7^>';i/^feJi-e©:^t, 

(bb) E 7 0 7 0 '>7.y^5^>*feH-t(D:^i:^ mM'trAi^^}^ 

(cc) E 7 0 7 0 SfeJi-^-OMt. i^T.y^^y^Tzit'^CDi&t, H^y;i/t*>'> 
(dd) E 7 0 7 0 ^ft\t^(0^ii. v'Xy^9">*fctt^©:^i:, ;^^y-;U*fc 
(ee) E 7 0 7 0 ^^^^r'A S/^ t:>^fc«^0:^ t , K=^^y;Uk* 
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(ff)E7 0 7 0 ^ftlt^CDmt. mMyAi^^\i>^ft\t^(0^t. ^^V-)V 
(gg) E 7 0 7 0 ^tc\t^(Di^t. H^V;Hf$^>Sfc«-€-®4l,t, ^=¥y—JV^ 

(ee) E 7 0 7 0 m.wtyAi^^}£>^rz.\t^(D^t. H^y;i't* 

(ff)E7.0 7 0 *fcJ*-€-©:^a:, ig^yAS^:?' t*>*fc«^®Jii:, 

(gg) E 7 0 7 0 )V\^iy>^rcit^(Di^iz. 

(hh) E 7 0 7 0 ^tz.it^(DUt. h-7^>^>C^rz.\t^(D^t. 5-y}l^:t 

(ii)E7 0 7 0*fc«-€-Oiit, V-r KV-r-»CS7t«-5-C[)igt, 5-:7;i/:^ 

(jj) E 7 0 7 0 ^fc«-e-Oigt. hT-r->>C^fe«^©:^<h, 5 

(kk)E7 0 7 O^fctt-eOJgt. V-r h-7'rv'>CSfc«-?-©4gi:, 5-7;i/:t 

. (11) E 7 0 7 0 S-^Jl'^rne^^v^JU^/cli^Oi^t. vXT" 

(inni)E7 0 7 O^Tzit^Omt. 5 - y JV^U^y ^ iyJU^fc^it^oy^iz. ->7.y 

17 



WO02AJ61I7 



PCT/JPOl/09563 



(nn)E7 0 7 0 Sfe«-f-Oigt> 5-y)\^:tnry^zy)V^rzit,^(D^t. i^xy 

(00) E 7 0 7 0 t.rz.\t^cD^t. >'?.-f^^>^tz\t^(Dmiz. mmy^i^^^ 
> * js^cDig t . K ^ y ;i' t* -» s t srM^'&fci^ T;'i s mmm.^m . 

(pp) E 7 0 7 0 ^ti\t^(om.t. >'7>y^5^>*fett-€-oigt. mm^'j^zy^^ 

(qq) E 7 0 7 0 tr>*fc«-?-©|ga:, H^V;Hf 

> S fc «^ ® m i . ^ V — ;W S j/^ CD^ i ^m^-^^iirX ^ g^mfiS^^ . 

E 7 0 7 0 -ttld^ (1):^^ 

-r U y 7^* >H7KfPi^, (2) y'-f h -> > C . (3) 5 - a «:7 9 ->;i/, (4) 

7.y^5^>, (5):^^yAv'r5'h*>, (6) K^V;Pt:v>, (7) ^^y-;i/*3 J::^^ (.8) 
MS (1) TiS (7) CDM;5> exi^t^n^ii^T^ < t 1 (^i^M^S&IBMtCS^-r^ d t 

(1) *i^-r u y >=7ic?Q#i, (2)-7< h*7-r'»c, iz) 5-y}u^n*:7^iy 
43<fctx(8) (1) (7) ©iid^e>MJfn^i>/j:< t 1 ©#jK*a^fcs#u. 

■^^^i'm^rz\tmm:^mh^mMmiz^^Mo 

^fz. mm^^^rzitmm-^mzi5n^-f}im<. -Mmmm\z^0^^^n^-r^ 
B&tix. E 7 0 7 0 i^rz\t^(om.t. [Dm.m-ioyy'tiy^TK^m. (2)^-r 

ts:<ii%i (Dmnt^^i^m^mm\z^rc\m^ izm^^z^-^-r^rci^(Dm.msi 
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nr. mo^iyKimmamiz^-^-^n^. m^it\ih. -^^t.. ^vh. 
^)v=^yv. "0^^. -r^. m > mz\ih\zii\-y^mm'^mz-^ 

mi(Dmm. wm. ^gas, s-^;^^, 

i&^mm. ^^mm. mmmM(D^m.. mn. mm. mi^^^<Dmm.m\z2;^-o-cm 
Mmzm.^-^nfs.\>^i}K mTiU'Ei o 7 Q^r:i\t.^<Dmz-^^-c\±. iis^Ai 

Ba&fcD 5:72;M6 0 0 Omg, nW<Z\t.m^ 073M4 0 0 Omg. Mfl^f iiJCf* 1 
0 0 75M3 0 0 Omg-efeOCltl<£3i^l 0 1 73M^IlIfct>ltTig^1-S. ^<D% 

<o^^\z-D\,^xn.. mx\t.. ssia^feD, mm-^^) j'rti>^7mm\±4:Q7b 

MlSOmg/m^, "T^r h^^'f S^>C«2 75M4 Omg^ 5 -:7;i/:t-n^7^>';H* 
57!;S2 Omg/k g. i^Xr/^^V^ 1 0 TiM 9 Omg/m^ ^M^'AS^^fV 
fi5 0 OTZrMl 2 0 Orng/m^, K^y;i/b*-»}i 1 0 7!)S6 Omg, 
-;Wi 1 3 5 1 Omg/m^i^nTVi^T&t, Cin«#m^J^^-^-r^:^-^© 

s^Tife D X ifmmmz^\^^x\t.^^commz^K>m:^mm\^x^^-t^ z. t.tim 

Bi1?*€). -B^iJ^t^^-fiK^fiSfieAl Ba&fcD 17iM6 0 0 Omg, ^m\z\tmi 0 
0 0 Omg. ■m}zVm\zn.2 OTbms 0 Omg©S«^^/&«pItg-C*S. 

^m^m. ^■:^±jm. vp^^/y^j. ha-^^sn. ^am. mi. ^^mm. 
mwi'SM. M.mm. amm. .^.-:^m. ^^yzfm. u-'^3>Mm:fy^^vf^n':bo d 
n^mi<t\z}tmnm\f^in^mmm. ^-^m. mnm m^m. mmm^mm. 

x^. -m^zmm&mmommiVTm s n^fis^^ia-^ i.x'^m\z^ o mmt 
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X7.7";K i^U-feU>Jtl»g?XX5^;K 3j?U:t=^^->X5^I/>V;UH:§^>ligl|]&MX7> 
5^;K #U:t=^^v'X5^l/>g!{bt>SU?ft, ^U:t^>'X5^l^>7}?U:r^>>ya tTl/ 

so, ?s?R^j, m^-m. m^'^^nn.E^nT.k.^. sst-j^o^^j, i^^s 
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mmp^mmmii'r^, ^©i^ieMifc«fco. 'fsm\z^f)mmmmmiz-r^^izh^^o 

Sfc^^fb^tUTii, ^^8;^^^M15S^::^^U^7A, p^tS'Mefem:^hU'i'A^*x 
y;Ub*>m> y^y-;!/, ^un^U'/-)Uf3:E^mif^^t^^X'^ 

So 

m. :kmm. mm. izmm. s^m. mm. mm. m.m. ^mm. mmm. mxi^m. 
wm. mmm. v>-^--^. Bitm. m<Df^m^iti-i'^m\zmm'v^^o ^mm.^ 
m(D^mm^0m\zn-^-r^^r) h. ^mmcDm^^^vcmm t-r-s^^^^^fig^ 

mmm*^^z:D\z<<. ^#:tbT<z)iw^fe«T-#> ^iE^\z-mm^mmo:>^ 
m-&m&.m \z^^mm^i^^^mx'it^mm3k(D±t\^m!^(Dmmx^m.r^ 

mi\t. E707otcPT-i KDi^m^^^^-tif^yx'^^o mm-^itm 

3»#:^(RTV: Relative Tumor V o 1 ume ) ^^b, Mlill 
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0 2«/ E 7 0 7 0 tMuc(Dmm^0}^^^'t^'^y-c^^o mmuhmmi^^m 

(RTV : Relative Tumor Vo 1 ume) ^f*li^# 

mS (1) . ^3 (2) ^^ZSm3 (3) E7 0 7 0 tCPT-1 1 ©*a^ 
f^^^^-Tif^y-^^^. mm^ttmmi^m (RTV -.Relative Tu 

mor Volume)<&5^L^ ^!tt«g#li$&^Jbi B^^^f . 

®3 (1) ti, E 7 0 7 0 tCPT- 1 1 ^mm\zn-^Vr:Lh(D. 0 3 (2) 
E 7 0 7 0^#^, ^j6^e>CPT- 1 1 03 (3) tt, CPT- 

1 ^J&^&E 7 0 7 OS:©#L'fet>©i£-^n-^n^-r. 

^(RTV: Relative Tumor Vo 1 ume) ^IftJ*© 
|g(RTV: Relative Tumo r Vol ume) ^^U, ^ttli^ 

I3j£<3[)$P<. *^0JJCj6^75>i^m^mi7e#}> E 7 0 7 0^;^ctt^<D:^i:. 

.(l):^®?'f 'J y7^:^>H7Kfntl, {2)-T-f hV-f ->>C, (3) 5 -7Jl':^P':7^S/Jl/, 

(4)->y;y^5^>, (5)^i[yA>'i5'k*>. (6) H^v;vt*'>>v m^^v-jv^^ 

(8) MIB (1) (7) ©ffij^^ e.^«tl^ 1 ^J^±©ife® t ^ai5»-^^3itT;5:S d t ^ 
^^tt^^■r*^^ ClO^a^f^^^^^iCfiJ^ti, >;/—<^3i<Ty— a* (Two-way ANOVA) 

^fe (^SJ;^J^iJi.TCD:S:i^{i)3i^^>(iii)^#S?s: (DEffects of 5-f luorouracil. 
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leucovorin, and glucarate in rat colon- tumor explants. Cancer 
Chemother Pharmacol. 1992; 30 (1) : 25-30; (ii) Enhancement of 
vincristine cytotoxicity in drug-resistant cells by simultaneous 
treatment with onconase, an antitumor ribonuclease. J Natl Cancer 
Inst. 1996 Jun 5 ; 88 (11) : 747 - 53 ; (iii)Effects of growth hormone 
and testosterone on cortical bone formation and bone density in 
aged orchiectomized rats. Bone. 1999 May ; 24 (5) : 491 -7) ^fflViXfr 

mmmi Ct h;^mHCT l 5 ^-}^-^^X!^T^m'ey'MZ:^i-^^B 7 0 7 

0 tcpT- 1 1 (Dmm'] 

t^SViTRPMI 1 6 4 0 (1 OSSFBS-g-) -I?*?J8 0 %n>y }l^JL> h tU^I^ 
•vmmv. hyy'»-EDTAfCJ;D. aBia^HIJlXU Hank s balan 
ced solution^, SxlO^cells /m 1 ^S^SSrP® L, mS^ 

mmm^o. imi o'c>5?-Hv'>x^M^T('^!Ribfe. ^*t^, w-^mmi^^ 

>6U 8 2mm2lCy^-pfeB#*>e., E 7 0 7 0 ^ 3 0 mg/k gXd a y . CPT 
- 1 1 S:7 5mg/k g/d ay®«('T, mM$>^^^\tmmX^1&-^Vrc. E7 0 
7 0«1 B 105 BFbI (1~5 BS) ^ CPT- 1 l«4Bfcl|HI, 3111 (1, 5, 

9Ba) mmp^^^vtco g^nj^^d^e., zmymcDmrn-c. mm^m-mm^ 

■xv'-^^^^y^^^r^ U/^ (Mi t s u t o y o) TfiiJ^L. &rf(D^l^mmi^m^M- 
mmi^m=MMm (mm) xMmMU (mm) 2/2 

m'pitmmi^m (mRTv) : itmmii^m (rtv) 
mmmiimmMmmm^K)mtifz.mmm^^^^wv. j&^o, two-way 



23 



wo 02/36117 



PCT/JPOl/09563 



^l^J;^Xla^:^/^SBJe)35^75:®l3 E 7 0 7 O iCPT-1 KD^ffltt-^tl-Tn 

<Di^^^mmmzmm-t^'ii(D-i:r$>v. E7070icpT-i i^ff^s^j^^ffin 

llig*»J2 [t hi^HSHCT 1 5^-K-=<":77.^T^*t^:^;V{:i4i3tj-SE 7 0 7 
OtMMC©#f^] 

kh:*:IPJS^HCTl 5 (ATCCJ;dSIA) 5 %^m:^f;?.'f >=^ii^-:$'-f*3 
fc^feViTRPMI 1 6 4 0 (1 0% FBS^) X-mS 0%n>y)VJL>htt£^ 
I^X'^mV. hUT'vV-EDTAfZctD, mf^^M^V. Hanks ba 1 a 
need solutio nT, 5 x 1 0 ^ c e 1 1 s/m 1 m 

5 6mmnc:7i^fc^#^3&^e., E 7 0 7 0 ^2 5mg/k g/d a y> MM 
C^4. 1 9mg/kg/d ay©mtTmj^^^V5«#fffl-tfg^bfc. E 7 0 7 
0«1 B lias BPb^ (1~5BB) . MMC^^HI (IBS) ^Ml*3«#Lfc, S 

2 ifii/jio»^-e> mmst^- mm^y'i^-^^y^^^v/'^ (Mi 

t s u t o y o) TSa^b. e^T(DSC-eM^'(*:«^^mb;t„ 
mmi^^m = mm^^ (mm) xMJI^^ (mm) 2/2 

M'Pitmmi^^ (mRTV) : itmmH^m (RTV) * 0:»/Jn'|1 

mmmf)mmmmmm^K)mnrzifim.mM^^^^v. two-way 

^2^jzz^m2i)^^B^^ti^umK>E7 0 7 0 tMMc©#ffl«-?-n^n©^^ 
^mmmzmm-r^h(o-c$>Os e 7 o 7 o tMMc^^ffli^j^sMnfcta^s^jt:^ 

«M3 Ct h:'cJ^^SW6 2 0 5?— H^'^7.;^T^*t^r7'Jl't::43frt^E7 0 7 
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oicPT-1 Komm'] 

t h::*:m*SW6 2 0 (ATCCJ;D.«A) 5%mm:»:^-f >^:jl^-:^-P^ 
{c4oViTRPMI 1 6 4 0 (1 0%FBS-^) 8 Q %Zi>y )VJL> h tls:^^ 
hU:/-»-EDTAtCj;D^ iaHBS^IHiRb, Hanks b a 1 a n 
ced solution^. SxlO^cells /m 1 !S®^S:PSU> 

i)i2 2 6mm^\zf3:^ftf^j^-.ti^B. E 7 0 7 0 2 5mg/k g/d a y , CPT 
-11^6 2. 5mg/k g/d a yCDaicrmSiJ^^Vi^i^fffi-trS^bfcc E7 
0 7 0^=^J«1 B 10 5 BFbI (l~5Bg) ^ C P T- 1 1 #^Jt^4 B tCl 0, 3 

0(1. 5 , 9 B g) #iRi^s-%-u;fc, mm\t. mmmm (e707o«i~5b 

m. CPT-llttl. 5. 90 a) V E707 0 5fefTS# (E7070^il~5 
BB^CPT-11J*6. 10. 14Ba)>CPT-l l5tfT^# (E 7 0 7 0 

ttio~i4ae, cpT-iiJii, 5, 9 Ba) o3@©xir>?ii.— 

A (Mi t s u t oy o) "eifl^L. £^T®^Tit0#:|l€#tii U;fco 
m-^#:«=)B^S@ (mm) xM^@^ (mm) 2/2 

T^4 : ^50»iM«<*:«04f&*TM3i7&^ii5ir^or)tSUfc^Rg (B^) 

M'pitmmmk (mRTv) : ]tmm^m (rtv) *(Dm^i^m. 
mmw-^mw-mis^mm^ d mnr^ijimmm^^mwi^. t^-D. two - w a y 

«3i3j:oc|gi3 3&^eBje>7&^;^®DE 7 0.7 o<i:CPT-i Kommittti^n 

©^mSr^imWtCiijbn-r^fe^T^O. E7070tCPT-l 1 ®#ffi]^j7i«Mn 
fc^3S^Jt?S:SC:tS:5^-r'b(DTS5. *fc, E 7 0 7 0 OiS-^<t CPT- 1 1 <D 
^#«|SII^Tfe. <i:S636^©®^^— ^©PtPi1MjMm{CfToTfe^<, *fcE7 0 
7 0, CPT - 1 l©.i:^e)7&t^T'=b, *§m&*J75:^m^^-r. 
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mMm4: [k h±M5§C o l o 3 2 OD. M. ^— ]^-7^7.&T^^'^'TMZi5 
if^E 7 0 7 0 i 5-FV(Dmml 

k h:^ll0^Co 1 o 3 2 OD. M. (ATCCJ:O.^A) 5 %mM:^7.-i 
_L^_^_p»gl-:feViTRPMI 1 6 4 0 (1 0%FBS-g-) 0%Zl>y)ljL 
>htf3i^^-V^^V. hUy>»-EDTA^e:J:O^SiiSa^I^IJ!Xb, Hank s 
balanced solution SxlO^cel Is /m 1 MMM^m 

i^M*#:»*^l 6 9mm3lC75:^;^cPt.'^/?)^e>^ E 7 0 7 0 3 Omg/kg/d a 
y, 5-FU^6 Omg/kg/dayO»{3T, ¥^Jfe^ Vi«#f|Bl?^-%-bfeo 
E7 0 7 O^j^Jttl B lHISBrB^ (l~5Ba) . 5-FUmi§iJli4Bl::lig. 3 

E (1. 5. 9Bg) #Mrts#bfeo mmmm (e7 0 7 o«i~5b 

g, 5-FU«l. 5, 9Be) s E7 0 7 0^feff^# (E 7 0 7 0 1 ~ 5 B 
5-FU«6, 10, 14Be), 5-FU^fTS# (E7 0 7 0«1 0~1 4B 

a, 5-FUttl. 5, 9 B@) 03 s c h e du 1 e-lrS^L;?Co 

e.. 2 [U/olom^lr. mm&^- Mn^y'i^^^y^^^^J/-^ (Mi tsuto 

yo) TSil^b, &rf<D^X'mm^m^M\iihtco 

mi^^^=mm^% (mm) ^m^mrn (mm) 2/2 

T^4: ig]^M5^<^m®4fSST?«1^7&«Ji5i-r^O(c^bfcmBl (B^) 

m{}>itmmi^m (mRTv) -. itmrni^m (rtv) *<D^/m 

^ffll¥/?)^*M-^^J5?LS?^ct DMnfciaffi^^^^Mb. ^-^^^ two-way 

\t. ^4^c}:OT4t::^$nsaOT*-3fc. 

^ 4 ^SckD^H 4 3!>^ 6 1^ 0E7070t5 - F U©#ffl «^n-^*n©^ 

^^^§^6*)t::Jil)Pi"^'b®TfeD, E 7 0 7 0 t 5 - F V (OmmMffi^rLtciijmM 

ll»J5 [k hipm^l^BBLV- 9 9^-K-7-^7»^T^1t^x;Hc4Dtt^E 
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7 0 7 0 i:CDDPCD#f^] 

t ^#N^iiBSB$J§LU- 9 9 (b:i— ■7>-!t<X>7>^ff^»2!m>i>. Huma 
n Science Research Resources Bank«tO^ 
A) S^^^J^j^-f >:^3.'>^-^-F«glc::feViTRPMI 1 6 4 0 (1 0%FBS-&) 

^rlUJRL', H a n k s balanced solutionis 6.4xl0^c 
e 1 1 s/mlM^^UMb, MM^^^O. Im 1 "iJo^- Hv':7X#:M& 
T{:i^*ILfe. ^i^mm^mt)^! l 4mm3}r^o7cPt.'^/5^S, E 7 0 7 

0 ^2 Smg/k g/d a y> CDDP^7. Smg/k g/d a y ©»lCT, # 

^jib-5Vi«#ffi-eis^bfc, E 7 0 7 o#^jtii H lias hFb^ (i~5Ba) , c 

DDPrnSd^mill (IBS) »MF«3^#bfco #fffi«. H^ffffi (E7 0 7 0«1 
~5 Ba. CDDPJ^ 1 Bg) , E7 0 7 O^fefr^-^ (E 7 0 7 0 1 ~ 5 B 
CDDPttese), CDDP^fefrS-^ (E 7 0 7 0 «2~6 B @, CDDPttl 

B@) ®3schedul e-lrK#b7to S-^^$^Bt>?>^ 6^ 2tl/M(^|gST% M 
• ^@?:^v^V5^^>:^4^^ (Mi t s u t o y o) &.T(D^ 

m.mi^m=mm^m (mm) xmmmm (mm) 2/2 

m^^itmmi^m (hirtv) : itmmi^m (rtv) *©^/jnm 

mmm^mMMMmm<i:K)^nrzmmmi^±^^%nv. 75^0, two-way 

^5:feil/0 5*ie>BJ67b^;i3it)E 7 0 7 0 t C D D P tt-^-n-^^tlO^ 

m^£^^e<jtc:i^jp-rs 'boT^ 0. E7070i:CDDP <DmmMf}^®nrz.tnmM 

HSI^^je tl-:'^Jii5SHCTl 5^-\^-^0:^^T^m't^Mz^n^E 7 0 7 
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0 emc i t a b i n effffi^^^f^t ■ 

kh:^ll5St*HCTl 5 (ATCCiD^A) 5 XmmiiT.^ >^=l'^-^-IH 
C^SViTRPMI 1 6 4 0 (1 0%F.BS-&) T^S 0 %I3 >7JPx> h tTS:^^ 
hU:^-»-EDTAl;iit). mm^mUl^. Hanks b a 1 a n 
ced solution^, SxlO^cells /m 1 jMIS 

ail 5 6mm^\Z-fs.-Drcmj^i)^^. E 7 0 7 0 2 5mg/k g/d a MMC 
4. 1 9mg/kg/d ay^^^J^^Vii*#^T:-S-^Lfe. E 7 0 7 0 10 
lllI5Br«1(l~5B@), CPT-11«, 30 id 10, 40(1, 4, 7, 1 
0B@) #MF^S#.b;^c. S-#gii&^55ie>> 2 JiJII:^^-^^?: 
7^5?-^5^';/i^=^^'Jy'? (Mi t su t oyo) T?afl^U, £AT©5S;Tifi5E&fl!:it<&^ 
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